


ROBUST SUMMARY
ALKYL SULFIDE CATETGORY

CAS # 67124-09-8
HEALTH ELEMENTS:  REPEATED DOSE TOXICITY

2

were generally unremarkable. Test material administration produced
alterations in the liver and kidneys of treated animals that were evident
in the evaluation of organ weights as well as gross and microscopic
pathological examinations.
Dose-related elevations in mean liver weights and/or liver/body weight
ratios were seen at study termination in males at all dose levels and in
females at the mid- and high-dose levels. Recovery was apparent
during the two-week recovery period for the high-dose group. Gross
post mortem examination of the liver revealed an accentuated lobular
pattern in the mid- and high-dose females at termination of the dosing
period, which resolved during the recovery period. Microscopic
examination of liver revealed hepatocyte hypertrophy in all dose
groups at the termination of treatment. This effect continued through
the recovery period. The effect on the liver was consistent with the
adaptive induction of hepatic metabolic mechanisms in response to a
xenobiotic challenge.
Kidney alterations were seen only in males. Kidney weights and
kidney/body weight ratios for high-dose males were significantly
higher than control values at termination of dosing. These values were
comparable following termination of the recovery period.  Gross post
mortem examination of the kidneys revealed pale or tan discoloration
of increasing frequency with increased dose. Microscopic alterations
consisted of increased incidences of globular casts and hyaline
droplets in treated males. Hyaline droplets in the proximal tubules
were seen at termination of dosing only, indicating that this change in
renal morphology was reversible after cessation of test substance
administration. The renal effects are consistent with previous reports
in the scientific literature of male rat-specific hydrocarbon
nephropathy. Evaluation of clinical chemistry and urinalysis studies
revealed no evidence of renal or hepatic functional alterations, or any
other signs of systemic effects due to the test material. Other minor
effects of the test material consisted of a transient decrease in food
consumption and body weight gain in the high-dose male group during
the first week of study. A slight decrease in hemoglobin and
hematocrit values was observed in the high-dose female group at
termination that was found to be reversible during the 2-week recovery
period.
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Conclusions Although renal and hepatic changes were evident at all dose levels
(100, 300, and 1000 mg/kg/day), the renal changes are species-specific
and the hepatic changes are probably adaptive in nature. Therefore,
little subchronic toxicity was observed over the range of doses
administered in this study.
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